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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 (Currently Amended). A method of inducing contraception comprising the 
step of delivering to a female of child-bearing age a composition comprising a compound 
of formula I or formula II, or a tautomer thereof, in a regimen which involves delivering a 
pharmaceutically effective amount of one or more of a selective estrogen receptor 
modulator to said female, 

wherein formula I is: 




I 

wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H, 
C] to C* alky], substituted Ci to Q> alkyl, C 2 to C 6 aJkenyl, aubotitutcd CH e^-afeayk 
Ca-te-G * alkynyl, oubotitutod Cj to C fe alkynyl, C 3 to C 8 cycloalkyl, phenyl, and thiophene 
subotitutod G» to C& oyoloaUgyl t carbon baaod h e t e rocyclic ring having in ito baokbono 1 
to 3 hctoroatoma, 3ubatitutod carbon baood hotorocyolio ring having in its backbone 1 to 3 
h e teroatomo, COR A , and NR 8 €QR A ; 

or R 1 and R 2 are fused to form a ring ooleoted from the group consisting of a), b) 
and o), wherein said ring io optionally oubotitutod by from 1 to 3 Dubotituento soloctod 
from the group con s ioting of H and Ci to C» olkyl; 

a) a carbon-based 3 to 8 membered saturated spirocyclic ring; 

2 
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t-eaibot) bas e d 3 to 8 m e mborod - Gpirooyclio ring having < 



carbon- oarbon doublo bondo; and 



o) a 3 to S momber e d s pirocyolio ring having in its bockboBe n 
hotcroatoma ooloctod f rom th e group oonoioting of O, S and N; 

R A io oolootod from th e group oonoi o ting of H, C* to G» alkyl, oubotitutod to C» 
alkyl, aryl, oubotitutod ary]± C± to olkoxy, oubatitutod to Cji olkoxy t amino, CVte-C^ 
aminooJ fc yl) and oubotitut e d Cj. to amino a ll ey! ; 

R * ia oo l octod from th e group oonaioting of H, C v-to-G ^ alkyl, and oubstituted C±4e 

R 3 is sel e ct e d from tho group conciotmg of H , OH, frJH^, C+ to C 6 olkylj 
subatitutod Cj. to C<j alkylj to C$ alk e nyl, substituted C 4 to C$ alfcenyl, alkynyl> 
oubotitutod allcynyl, and CQR e » 

R e ia oolootod from th e gr o up oonoisting of H, C i-te-e * alkyl, substituted C *4e-G 4 

g garaea - lkyl, and subotitutod Gi -4e-G 4 aminoolkyl; 

R 4 to oeleo t od from tho group oonoioting of H, halogen, CN, NCk, C i-fee-Gft^aJkyk 
^-to-Gg-^^rG^-to-g e olkoxy, oubstitutod Q. to U allcoxy, C* -te-€ 4 

14. wj ^p^uuAiiJVUlllj'l, 

R 5 is selected from the group consisting of (i) and (ii): 
(0 a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, CN, Q to C 3 alky], 
substituted C, to C 3 alkyl, Q to C 3 alkoxy, oubatitutod C i.-4o-G » - alkoxy 7 C He-G 3 
thioallcy^ oubstituted Cv - to Q thioalkyl, C^ -te^C ^ -ft minoallqa, oubotitutod C»4e-€^ 
aminoalieyU NCb, and Ci to C 3 perfluoroalkylr Bubotituted C» to C3 pcrfluoroallcyl, 5 or 
memborod carbon ba se d h e t e rocyolio ring having in ito b a ckbon e 1 to 3 hotcroatomp> 



3 
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substituted 5 or 6 m e ml 




ipyolio ring having in jtg backbon e 1 to 3 



hotoroatoma, CQR^ OCOR p , and NR E €QR°; 

R e is ooloctod from the group oonoiotmg of C+ to Cj. alkyl, - substituted 
€+4o-€ a olkyl, aryl, substituted aryl, C4. to olkoxyi oubatitutod C ^-to-G ^ olkoxy, C+4e 
Ga-gffliHe alkyl, and nubotitutod to C4 aminoallcylj 

substitut e d C^toC^ ollcyl; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, NO z> Ci to C 3 alkoxy, s ubstitut e d Ci to C± atkoKy, Ci to C 4 alkyl, and 
substituted C, to C 4 alkyl^ to d thioallcyl, and substituted C i 48^4hioalkyl; and 

(ii) a five or six membered carbon-based heterocyclic ring having in its 
backbone 1 , 2+ or 3 hotoroatomo heteroatom selected from the group consisting of O, S, 
SO, S Q» and NR 6 and having one or two independent substituents selected from the 
group consisting of H, halogen, CN, NOa? Ci to C 4 alkyl, andsubstituted Ci to C 4 alkyl? 
Qyte-G y alkoxy, oubotitutod C y^e- d alkoxy, C i-to-g^ ammoalkyl, substituted C+ to C » 
ammoalkyl, C^ -te-G ^ p e rfluoroolky^ substitut e d d -fee-G ^ p e rfluoroalkyl, 5 or 6 momborod 
carbon baa e d heterocyclic ring having m jts baokbono 1 to 3 h e teroatoma, substituted 5 of 
6 - m e mb e r e d carbon ba qo d h e t e rocyclic ting having in its backbon e 1 to 3 hotoroatoma; C+ 
*e-€ » thioalky!, subotitutod C+4e-Ga thioalkyl, COR* . and NR^€OR F ; 



€4 - to Cj, alkyl, aryl, subotitutod aryl, C rto-e y a l koxy, oubatitutod C jrte ^ - alkoxy, d-fce 
G3 . aminoallcyl, and sttb s titut e d - & i-te-€ ? aminoalkyl; 

R q w s e l e ct e d from tbo group consisting of H, to C& ollcyl, and 

rilT^^!tltntr*r1 Pi +™ ^"V n1L-.i1- 

uKwllVUlVU '+ if tUn. jrry 



R F io s e l e otod from the group consisting of H, G rto-€r 




R 6 is selected from the group consisting of H, Ct to C 3 alkyl, and d to 



CU C0 2 alkyl; 



P_ nll rvl P.. 




4 
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carbon - baaed hotorocyclic ring having in ita backbon e 1 to 3 hoto 
carbon baood heterocyc l ic ring homing in ito b a ckbon e 1 to 3 ho t o r oatomOj SO^CF^ OR 44 - 

R*-andrR 9 arc indopondont oubstituonto aoloctod from th e group oonoiattng of H, 
€+4e-G 4 oMe/h oubotitutod Cr te-C ^ allcyl, C± to €g oyclooUcyl, oubotitutod C^-to-Q 
oyoloalkyl, aryl, substituted oiyU carbon bas e d h e t e rocyclic rin g having in its backbone 1 
to 3 hotoroatomg, subotitutod carbon bas e d h e terocyclic ring having in ito backbone 1 to 3 



is qeleqted from the group oonoioting of C rte-Gj , alky! an d oubotitutod C^ -te-G? 
eg-QR 8 ^ ? compri se a oix mcmborod ring having the structure - 




R^-aa^ 4 * ar e independently select e d from tho group ce - Hmoting of H, C 4.4e-€» 
alkyl, oubotitutod Ci -te-Gsn ftlkyI, aryl, subotitutod aryl, oarbon bas e d h e terocycUc ring 
having in ito baokb e no 1 to 3 h e teroatomq^ s ubstituted oarbon booed hotoroGyclio ring 
having in ito backbone 1 to 3 h e t e roatomo r acyl, oubotitutod acyl, oulfonyl, and oubotitutod 
sulfbnyl, 

and formula II is: 




wherein: 



R 1 is selected from the group consisting of methyl, ethyl, and trifluoromethyl; 
R 2 is selected from the group consisting of methyl, ethyl, and trifluoromethyl; or 



5 
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R 1 and R 2 are joined to form a spirocyolic ring containing 3 to 7 carbon atoms; 
and R 3 ' is selected from the group consisting of Q to C 4 alkyl; 

or a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug of formula 
I or formula IL 

2(Original). The method according to claim 1, wherein said compound of 
formula I or formula II and said selective estrogen receptor modulator are delivered in a 
single composition. 

3 (Original). The method according to claim 1 , wherein said compound of 
formula I or formula II and said selective estrogen receptor modulator are delivered 
separately. 

4(Original). The method according to claim 1 , wherein said selective estrogen 
receptor modulator is selected from the group consisting of EM-800, EM-652, raloxifene 
hydrochloride, arzoxifene, lasofoxifene, droloxifene, idoxifene, lcvormeloxifene, 
centchroTnan, nafoxidene, tamoxifen citrate, 4-hydroxytamoxifen citrate, clomiphenc 
citrate, toremifene citrate, pipendoxifenc, and bazedoxifenc. 

5(Original). The method according to claim 1 , wherein said compound is 
delivered at a daily dosage of about 0.1 to about 50 mg. 

6(Original). The method according to claim 1 , wherein said regimen comprises 
delivering said composition daily for 1 to about 21 days, wherein said regimen is a cycle 
which is repeated monthly. 

7(Original). Them method according to claim 1, wherein said selective estrogen 
receptor modulator is delivered at a daily dosage of about 0.2 to about 100 mg. 



6 
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8(CurrentIy Amended). The method according to Claim 1 , wherein in 
formula I: 

io ooloctod from the group oonoisting of H, Cy te-G s alkyi, oubotitutod Ci -fee-Gs 
allcyl, d to oycloalkyl, substituted to Q oyoloallcyl, oryl, oubotitutod aryl, carbon 
baged - faotoro cyclic ring having in ito baokbono 1 tq 3 heteroatomoj oubotitutod o orb on- 
based hotcrooyolio ring - having in its backbone 1 to 3 boteroatomo, COR ^Vand 

R a - is oeloot e d from tho group consisting of H, CHo-Cg alkyi, oubotitutod C+4e-G 6 
allcyl, C* to C 6 allconyl, oubotitutod CU to CValkonyl, C» to Cs oyoloalkyl, oubotitutod -Ga-te 
Q % eyoIoaUcyl, oryl, oubgtitut & d r flryl, carbon baood hotorocyolio ring having in ito 
baokbono 1 to 3 hotoroatomo ; oubotitutod carbon baood heterocyclic ring having in ito 
backbon e 1 to 3 botoroatoms, COR^r- and NR & €OR A t 

R * io ooloctod from tho group consisting of H, C v -te-€a alkyi, oubotitutod Q -te^a 
allcyl, aryl, oubotitutod aryl, C t to Q allcoicy, sub3ntut e d -€ + to Q alkoxy, Gv4e^ 
a minoalkyl, and aubotitut o d Q to Q arninoalkyl; 

R 5 is sel e cted from tho group oonoioting of (iii) and (iv): 

(ai) tho oubotitutod bongono ring, wherein-- 

X io ooloctod from tho group oonoioting of halogen, CN, Ci to C* alkyi, 
sw bsvitut e d to Q allcyl CW ^o ^dkoxy, oubatitutod C» to C A alkoxy, d to Cj 
fe teoalkyl, oubotitutod Ci to Q thioalkyl, Ci to Cj amtnoalkyl, oubotjtuted d -to-G^ 
arninoalkyl, NQ^-^Me-Gg p e rfluoroaUcyl, 5 mom-bered carbon baood h e to r ooyolio ring 
having in ito baokbono 1 to 3 hotoroatotno, COR ^rQ€QR e , and NR 6 €OR^7^r4 

<iv) the five or six membered ring, wherein said one or two independent 
substituents are selected from the group consisting of H, halogen, CN, N0 2} C[ to C 3 
alkyi, and Q to C3 atkoxyj 

R *in ooloctod frnm thn grrmp nnnrirfi^ nf risTj r^ ^j^ ^ ofry^ jubPtltlltod C+ to 
Chalky!, C a to cyoloallcyl, substituted Cy 4o-€ ye y ojoalkyl, oryl, oubotitutod aryl, 
oarbon boo e d hotorooyolio ring having in ito baokbono 1 to 3 hotorootomo, oubotituto d 
e a rbem - basod hotoroovG l ic ring hav i ng in ito baokbono 1 to 3 hetoroatomo, and SO ^GF^ 
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9(Current]y Amended). The method according to claim 8, wherein in 
formula I: 

R 1 and R 2 and are independently selected from the group consisting of Ci to Cg 
alkyl and substituted Ci to C3 alkyl; 

er-R^-aad-R 3 aro fus e d to form tho - carbon boo e d 3 to 6 mombmcd satumto d 
opirooyolio ring; 

R 3 ig selected from th e group consisting of H, OH, T^JH^ Cv^B-G^kyh 
s ubsti tute d to a l ley 1 a n d COR .^ 

R c is s e l e ct e d from tho group oonsioting of H, C+ -te-G4 alkyl, and C; 4fr€ 4 ^kwy» 
R 4 ig s e l e ct e d from tho group conDioting of H> halogen, NO ar € t to C g alkyl, and 

^4 - 10 C3 alley 1; 
R* is the substituted benzene ring having the structure: 

X 




X is selected from the group consisting of halogen, CN, C x to C 3 alkoxy, Ci to Cj 
alkyl, N0 2 , and Ci to C3 perfluoroalky l, 5 momborod carbon basod het e rooyolic ring 
having in ito backbone 1 to 3 hotorootomo, and Q . to €» thioallcyl 



1 0(Currently Amended). The method acc ording to Claim 8, wherein in 
formula I: 

R 1 and R 2 and are independently selected from the group consisting of Ci to C3 
alkyl and substituted Ci to C 3 alkyl; 

egj^-aftd-R 3 arc fused to form the carbon bao e d 3 to 6 m e mb e rod saturated 
s pirocyolio ring; 

R- io ooloetod from tho group conoiating of OH, NH4, to C4 alleys 
oubotitutod C^ A 



R e is o e l e otod from tho group s 



8 
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R 4 ia ocloctod from th e group consisting of H» halog e n, N(X, C^ to a l ky], and 

eiabctitutod C align]. 

R 5 is the five membered ring having the structure: 

U is selected from the group consisting of O, S, and NR g NR 6 ; 

X' is selected from the group consisting of halogen, CN, Gi- toQ olkoxy ? and Ci 
to Ci alkyl yNOa, C4 rte ^ - perfluoroallcyl > 5 mcmborod oarbon baood hotcroeyolio ring 
having in its backbone 1 to 3 hot e roatoms, and Ci rte-G i thioalkyl ; 

Y' is selected from the group consisting of H, halogen, CN, N O ^ C+ to C& allcoxy, 
andC, to C4 alkyl^a ad C ^-t^^ thioalkyl . 

1 1 (Currently Amended). The method according to claim 8, wherein in 
formula I: 

R 1 and R 2 and are independently selected from the group consisting of d to C 3 
alley! and substituted C] to C3 alkyl; 

er-R*-a»d-R a or e fused to form tho carbon based 3 to 6 momborod saturated 
s pirocyGlio ring; 

is oeloctod from tho group consisting of H T OH, NHa rG- H*> - C L ; olkyl ; 
substituted Cj. to C$ ol lc yl, and CQ R c f 

R G 4 s s e l e ct e d from th e group consisting of H, C i-te^ olkyU and C ^M^-€3k&^ t 
R 4 ia aoloctcd from the gr o up consisting of H, halogon, NOy -G ^ - to C 3 olkylj and 

to Ca, ullcjd'y 

R 5 is the six membered ring having the structure: 

X 1 




X 1 is selected from the group consisting of N and CX 2 ; 



9 
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X 2 is selected from the group consisting of halogen? and_CN, and 

12-t3(Canceled). 

1 4(Original). The method according to claim 1 , wherein in fonmila I: R l and R 2 
are fused to form a carbon-based 3 to 6 membered saturated spirocyclic ring, 

15-24(Canceled). 

25(Original). The method according to claim 1 wherein said compound of 
formula I is selected from the group consisting of 6-(3-Chlorophenyl)-4,4-dimethyl-l ) 4- 
dihydro-benzo[d][l,3]oxazm-2-thione, 4-(4,4-Dimemyl-2-tmoxo-l,4^ihydro-2H- 
benzo[d](1 } 3]oxazin-6-yl)-thi^hene-2-carbonitrile, 3<4,4^Dimethyl-2-thioxo-l,4- 
dihydrc-2H-benzo[d][l 3 3]oxaziu-6-yl)-5-fluorobenzom^]e 5 3-(4,4-Dimethyl-2^thioxo- 
l 5 4-dmyd^o-2H-benzo[d][13]oxazm-6-yl)-berizomtrile, 6-(3-fluorophcnyl)-4-methy1-l,4- 
dihydrc-2H-3 , 1 -benzoxazine-2-thione, 5-(4 f 4-Dimethyl-2-thioxo- 1 ,4-dihydro~2H-3 , 1 - 
beuzoxazin-6-yl)^-metnyIthiophene-2-carbonitri]e 9 tert-Buty3 2-cyano-5-(4 ? 4-dimethyl- 
2-thi oxo- 1 ,4-dihydro-2H-3, 1 -benzoxazin-6-yl)- 1 H-pyrrole- 1 -carboxylate, 5 -(4/U 
DimelhyI-2-thioxo- 1 ,4-dihydro-2H-3, 1 -benzoxazin-6-yl)- 1 H-pyrrole-2-carboni txile, [6- 
(4 7 4-dimemy1-2-tmoxo-l,4^hy^ 5- 
(4 3 4-DimethyJ-2^thioxo-l ,4-dihydro-2H-3, 1 -benzoxazm-6~yl)- 1 -methyl-lH-pyrrole-2- 
carbonitrile, 5-(4 5 4-dimethy]-2-thioxo- 1 ,4-dihydro-2H-3, X -benzoxazh>6-yl> 1 H-pyrrolc- 
2-carbothiarmde, 5<4,4-Dimemyl-2-thToxo-l,4-dihydro-2H.benzo[d][l,3]oxa^m-6-yl) 
thiophene-3-carbonitrile, S-CM-dimethyW-thioxo- 1 Adihydro-2H-3^-benzoxazin~6-yl)- 
1-ethyUl H-pyrrole-2-carbonitrile, 4-(l p 2-Dihydro-2-thioxospiro [4H-3 } 1 -benzoxazin-4, 1 - 
cyclohexan]-<?-yl)-2-thiophenecarbomtrile > 5-(4,4-Dimcthyl-2-thioxo- 1 ,4-dihydro-2H- 
3,l-berizoxazin-6-yI)-2-fluoroben2onitrile, 6-(5-Bromopyridin-3-yl)A4-dimethyl-l,4- 
dihydro-2H-3, 1 -benzoxazine-2-thione, 6-(3-Chloro-5-nuorophenyl)-4,4-dimethyl- 1 ,4- 
dihydro-2H-3,l -berjzoxazine-2-thione, 6-(3-Bromo-5-methylphenyl)-4,4-dimethyI-l ,4- 

10 
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dihydro-2H-3, 1 -benzoxazdne-2-thione, 6-(3-Bromo-5-tri fluotomethoxyphenyl)-4,4- 
diraethyl-l^-dihydro^H^J-beiizoxazine-l-thiorie, 3-(l,24Mbydro-2-thioxospiro[4H- 
3 , 1 -benzoxazine-4, 1 -cyclobexan] -6-yl)-5-ftuorobenzonitrile ? 3 -(4,4-Dimethyl-2-tbioxo- 
1 ,4-dihydTO-2H^3 , 1 -benzoxazin-6-yl)-5-methylbenzonitrile, 6-(3,5-D jchlorophenyl)-4,4- 
dimethyl- 1 ,4-dihydro-2H-3, 1 -benzoxazine-2-tbione, 5-(4,4-Dimetbyl~ 1 ,2-thioxo- 1 ,4- 
dihydro-2H-3, l-benzoxazin-6-yl)isophthalonitrile, 5-(4,4-Dimethyl-2-thioxo-l ,4- 
dibydro-2H-3 , 1 ~benzoxazin-6-yl)-2- furonitrile, 4 ,4-Diethy1-6-(3-nitropheny1)- 1 ,4- 
dihydro-2H-3,l-benzoxazine-2-thione, 6-(3-Chlorophenyl)-4-methyl-4-phenyl-l ,4- 
dihydro-2H-3 , 1 -benzoxazine-2-thione, 4- AUyl-6-(3-chlorophenyl)-4-methyl- J ,4-dihydro- 
2H-3 J-benzoxazine-2-tbione, 3-Ch]oro-5-(4,4-dimethyl-2-thioxo-l > 4-dibydro-2H-3 1 1 - 
ben£oxazin-6-yl)benzonitrile, 6-(3,5-Dtauoroph(mylH,4-diinethyl-l,4-dihydro-2H-3,l- 
benzoxazine-2-thione, 6-(3-Fluoro-5-mcthoxyphenyl)-4,4-dimethyl-l ,4-di hydro-2H-3 , 1 - 
benzoxazine-2-thione, 3-(4 f 4-Dimethyl-2-thioxo-l,4-dihydro-2H-3,1-benzoxazin-6-yl)-5- 
metboxybenzonitrile, 6-(3"Fluorophenyi)-4,4-ditnetbyl-l ,4-dihydro-2H-3,l -benzoxazine- 
2-tbione, 6-[3-Fluoro-5"(trifluoromethyl)ph^yl]^,4^methyUl,4^dmydro-2H-3,l- 
benzoxazine-2-thion6 } 6-(2-Fluorophenyl)-4 1 4-dimethyl- 1 ,4-dibydro-2H-3, 1 - 
benzoxazine-2-thione, 6-(3,4-Difluorophenyl)-4 > 4-dimethyl-l ? 4-dihydro-2H-3 J l- 
benzoxazine-2-thione, 6-(4-Fluorophenyl)-4 ( 4-dimethyU 1 ,4-dihydro-2H-3 , 1 - 
benzoxazine-2-thione, 3<4,4-Dimethyl-2-thioxO"l,4-dihydrO"2H-3,l^benzoxazin-6-y|)"4- 
fluorobenzonitrile, 6-(2,3-Difliiorophenyl)-4,4-dimethyM ,4~dihydro-2H-3,l - 
benzoxazine-2-thione, 3<8-BTomo^,4-dimethyl-2-t]iioxo-'l f 4-dihydro-2H-3 5 l- 
benzoxazin-6-y])-5-fluorobenzotiitrile, 4,4-Dimethyl-6-(3-nitrophenyl)- 1 ,4-dihydro-2H- 
3 J l-ben20xazine-2-thiOTie f 6-(3-ChIorophenyl)-4,4-diethy]-l Adihydro-2H-3,l- 
benzoxazine-2-thione, 6-(3~Methoxyphenyl)-4,4-dimethyl- 1 ,4-djhydro-2H-3,l - 
bcnzoxazine-2-thione, 6-(2-Ch1orophenyl)-4,4-dimethyl- 1 ,4-dihydro-2H-3 , 1 - 
benzoxazinc-2-thione, 4-Benzyl-6-(3-cblorophenyl)-4''inethyl-l,4-dihydro-2H-3, 1 - 
benzoxazine-2-thione, 6-(3-Bromo-5-fluorophenyl)"4,4^n)ethyl-l,4-dlhydro-2H-3,l- 
benzoxazine-2-thione, 5<4,4-Dimethyl-2-t:briox^ 

thjophcne-2-carbonitriIe, 3-Fluoro-$-(8.nnoro^4-dimethyl-2-thioxo-l,4^dihydro-2H- 



II 
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3 , 1 -benzoxazin-6-yl)benzotiitri le, 3-(l ,2-Dihydro-2-thioxospiro[4H-3 , 1 -benzoxazine-4, 1 - 
cyclohexan]-6-y I)benzonitrile, 5-( 1 ,2-Dmydro-2-tbioxospijno [4H-3 1 1 -benzoxazine-4, 1 - 
cyclohexanj-^-ylM-methyl^-thiophenecarbonitrile, 5-(l,2-Dihydro-2-thioxospiro[4H- 
3, 1 -benzoxazine-4, 1 -cyclohexanJ-o^yl^-miophenecarbonitrUe, 6-(3-Chloro-4- 
fluorophenyl)-4,4-dimethy1-l ,4-dihydro-2H-3 ,1 -benzoxazine-2-thione, 5-(4,4-Dimethyl- 
2-thioxo-l ,4-dihydro-2H-3, 1 -benzoxazin-6-yl)-4-pTX)pylthiopbene-2-<sarbonitriIc J 4-(4,4- 
Dimethyl-2-thioxo- 1 } 4-dihydro-2H-3 , 1 -betuoxazm-6-yt>2-furonitri lc, 4-Butyl -5 -(4,4- 
dimethyl-2-tMoxo-l,4-dihydro-^ 6-(3- 
Bromophenyl)-4,4-dimethyl-l,4-dihydro-2H-3J-benzoxazirie-2-thione, and 2(4,4- 
Dimethyl-2-thioxo-l,4-dihydro-2H-3 , l-benzoxazin-6-yl)thiophene-3-carbonitrile, or a 
pbarraaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

26(Original). The method according to claim 1 , wherein said compound of 
formula I is 5-(4,4-Dimethyl-2-thioxo-l s 4-dihydro-2H-3,l^bcnzoxazin-<5-yl)-l-methyl- 
lH-pyrrole-2-carbonitrile or a pharmaceutically acceptable salt, tautomer, metabolite, or 
prodrug thereof 

27(Original). The method according to claim 1, wherein said compound of 
formula II is selected from the group consisting of: 5-(4-emyl-4-methyl-2-thioxo-l,4- 
dihydro-2H-3 f l-benzoxazin-6-ylH -methyl- lH-pyrrole-2-carbonitrile, 5-(4,4-diethyl-2- 
thioxo-l,4-dihydro-2H-3,l -benzol \. 
methy 1-5 -(2-thi oxo- 1 f 2-dihydrospiro [3 , 1 -benzoxazine-4, 1 ' -cyclobutan]-6-yl)- 1 H-pyrrolc- 
2-carbonitrile, l-memyl-5-(2-mioxO"l s 2-dmydrospiro[3,l-bera^^ 

6-yl>lH-pyirole-2-carbonitrile, l-memyl-5-(2-thioxo-l,2-dihydrospiro[3,l-benzoxazinc- 
4,r-cyclopentanJ-6-yl)-lH-pyrrole-2-carbonitrilc, l-methyl-5-[2-thioxo-4,4- 
bis(trifluoromethyI)-l,4-dihydro-2H^^ 

and prodrugs, metabolites, and pharmaceutical ly acceptable salts thereof. 
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28(Currerjtly Amended), 
contraception oi honu uj uu re 



A pharmaceutical kit useful for inducing 

y, said kit comprising_a compound of 



formula I or formula II and at least one selective estrogen receptor modulator, 
wherein formula I is: 




Q 1 



wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H, 
Ci to Qs alkyl, substituted Cj to C 6 alkyl, C 2 to Co alkenyl, substituted to C^ -a4k^4y 
Gg4e-€<5 aJkynyl, oubstitutcd CU to C» alkynyl, C 3 to C 8 cycloalkyl, phenyl, and thioohene 
oubrtitutod Q to C& oyclo alkyl, aryl, oubotitutod aryl, carbon booed het e rocyclic ri ng 
haying in ito baokbono 1 to 3 hotoroatoma,, oubfltitutod oorbon based h e t e rocyclic ring 
having in ito backbone 1 to 3 - h e t e roatomD, COR A , and-NR B €QR; A ; 

or R l and R 2 are fused to form a - ring s e l e cted from the group consi s ting of a), b) 
and c), wheroin paid ring i s optionally oubgtitut e d by from 1 to 3 oubatitucnta aolootod 
from th e group consulting of II and C+ to alkyl; 

a) a carbon-based 3 to 8 member ed saturated spirocyclic ring; 

a oorbon bas e d 3 to 8 m ember od spirocyclio ring having ono or more 

carbon carbon double boodo; and 

a 3 to 8 momb e red opirooyolio ring having in its backbono ono to throe 

h c te roatomo ooloctod from the g i uup consisting of Q, S and N; 

R A io se l e cte d from tho group oonoicting of II» Q.-te-€^-f 
alkyl, aryl, oubotitutod uiyh C^^-Gx oHcoxy, substituted Cj .-te-Gy* 
aminoalkyl, and subotitiitod G » 4fr€a t am in oa l kyl; 

R B % . s e l e cted from tho group oonoisting of H, to alkyl, t 

CU-alkuL 
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R 3 is s e l e cted from tho group oonmoting of H , OH f NH^, C±-*v-G<,-dkyh 
oubotitutod Cj. - to C* alkyl, to CW allconyl, oubatitutod C^ o-G ^ alkonyl, alkynyl, 
Gubstituted alkynyl, and COR g ; 

R € i o s e l ected from th e group consisting of Ci -te-G* alkyl, substituted Cr ts-G4 

aminoatkyl, and oubotitutod C» -te^-a minonlkyl; 

R 4 is s e l e ct e d from tho group consisting of H t halogon, CN, NO^-G^-te-G 6 -^ykyt; 
oubatitutod G * to C» nlkyl^ t o Q> alkoxy, oubotitutod d -fee-G ^ nlkoxy. Girte-G^ 
aminoatky l, and s ubstituted d -te-Gg aminonllcyl ; 

R 5 is selected from the group consisting of (i) and (ii): 

(i) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, CN, C] to C 3 alkyl, 
substituted Ci to C 3 alkyl, Ci to C 3 alkoxy, oubotitutod C 4 -te-e^- alkoxy, >G4-te-€^ 
thioalk y l, oubstitutcd -G v -te-G s thioalkyl, C t to d o mmoolkyl, oubsntut e d -Gi-te-G? 
aminoalkytj N0 2f and Ci to C3 perfluoroalky l, oubotitutod C+ to C^p e rfluorodkyU 5 or 6 
momborod carbon baood hotorocyolio ring having in ita backbone 1 to 3 het e roatoms, 
nubntitut e d 5 or 6 momborod carbon based hotorocyolio ring having in its baokbono 1 to 3 
hctoroatoms, COR p T -QGQR* r aBd^ fi GQR p ; 

R p io soloctod from tho group consioting of 11, Ci -te-Gjtr 
^.-to-G^ alkoxy, aubstitutcd GH 



Gt-te-C* 




R io ooloctod from the group conoisting of H, G ^ - to G3 ollcylj and 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, N0 2 , C t to C 3 alkoxy, substituted Q-te^afee*^ C, to C 4 alkyl, and 
substituted C] to C 4 alkylrG^-te ^ thioalkyl, and substituted C v to thioalky l; and 
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(ii) a five or ax membcred carbon-based heterocyclic ring having in its 
backbone 1 , 2, or 3 hetoroatom s heteroatom selected from the group consisting of O, S 3 
SO, SO*, and NR. 6 and having one or two independent substituents selected from the 
group consisting of H, halogen, CN, N9 37 Ci to C 4 alkyl. and substituted C, to C< a1kyl 7 
G4.-te^G » - a]koxy, substituted C+ to C» alkoxy y G rto-G ^ aminoalkyl, substituted C^ -to-G^ 
aminoalkyl, C^ -to-G ^ p e rfluoroalkyl, substituted C i-to-G ^ p e rfluoroallcyl, 5 or 6 momborod 
onrbon based hoterooyolio ring having in its backbon e 1 to 3 hotoroatomo^ oubotitutcd 5 or 
6 momborod carbon based hotoroeyoUo ring having - in its backbone 1 to 3 h e t e roatomo, Ci 
to 6a thioalkyl> oubotitutcd C^ ^o^ thioalkyl* COR% ad-NR*€QR*i 

ft F 46 s e l e ct e d from the group oonoisting of H, Cj -te-G? alkyl, subotitutod 
to Gj allc^>U aryl, substituted aryl, Ci -te-G a alkoxy, substituted CM e-G ^ alkoxy, C ^-to 

R g ic - Doloctod from tho group consisting of K, C ^te-G ^ alkyl, and 
subotitutod Q» to G3 olky 4f 

R 6 is selected from the group consisting of H, Q to C3 alkyl, and Ci to 

C 4 CC^alkyl; 

Q 1 is select e d from tho group consisting of Sy^fR' , and C R*R*; 

R ? 4s soloctcd from tho group consisting of CN, Cr *e-€ 6 alkyl, substituted C+-te 
G & alkyl, to Cg oyoloallcyl, subotitutod Q to C H o y o l oalkyl, aryl, substitut e d ary l ^ 
c a rbon baaed hotorooyolio ring having in its backbone 1 to 3 hotoroatoms, subotitut o d 
e at feon bas e d hotorooyclio ring having in ita backbon e 1 to 3 hotoroatoms, SO±GF ir QR^- 

nt^A \TP ' IP 1 ^. 

R*-and^ arc independent substituontc select e d from tho group consisting of H, 
G-t-te-Ga- aJkyl, substituted C^4e-G 6 ^yVG^ to oyoloalkyl, oubotitutod Q -to-Gg 
oyolonlkyl, aryl^ substituted aryl, carbon baaed heterocyclic ring having in i ts bookbono l 
to 3 hotoroatomo, oubotitut e d carbon baaod hotorooyolio ring having in its backbone 1 to-3 
beteroatomo, NO^, CN , and COj R^t 



R 4 * is selected from th e group conDiating of C^ ^e-G^ 
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oomprio e q dijc momb e red ring hoving tho structure ! 




R^-an^j^- are - md e p e ndently ooloctod from th e group consisting of H, C+ to C $ 
^-to-S ^ alky), oryl, oubatifatod aryl, carbon baaed hotorocyolio ring 
having in its backbone 1 to 3 heteroatomo, aubatitu to d carbon based hotorocyclio rin g 
having in - it a backbon e 1 to 3 hotoToatoms, aoyl, mingtitiit e d aoyl, aulfonyl, and oubotitutod 
oulfonyl; 

and formula II is: 




II 



wherein: 



R is selected from the group consisting of methyl, ethyl, and trifluoromethyl; 
R 2 is selected from the group consisting of methyl ethyl, and trifluoromethyl ; or 
R 1 and R 2 are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 
and R 3 is Ci to C4 alkyl; and 

a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 
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